IN RESPONSE
We read with interest the letter by Dr. Singh regarding our article. First, we would like to clarify that the cure rate for HLAR E. faecalis endocarditis was 71.4%, far greater than the best cure rate reached with a cell-wall-susceptible agent alone or in combination with other therapy. After careful review of our article, we found no figure or data that could lead to this confusion. Second, Dr. Singh's question about the synergic effect of ampicillin plus ceftriaxone was evaluated in vitro by Mainardi and colleagues (1) and by our group in different studies in the experimental endocarditis model (2, 3) . Mainardi and colleagues (1) used amoxicillin and cefotaxime and proposed that, at low amoxicillin concentrations, the low-molecular-weight penicillin-binding proteins (PBPs) 4 and 5 would be partially saturated, but the nonessential PBPs 2 and 3 could participate in building the cell wall. The combination with cefotaxime would totally saturate PBPs 2 and 3, producing the bactericidal synergistic effect. Thereafter, our group showed that the combination of ampicillin plus ceftriaxone was as effective as ampicillin plus gentamicin for the treatment of experimental endocarditis due to non-HLAR E. faecalis (2) and more effective than ampicillin alone in experimental endocarditis due to HLAR E. faecalis (3) . Third, although we agree with Dr. Singh about the possible usefulness of the combination of ampicillin plus gentamicin if the aminoglycoside's mean inhibitory concentration is between 500 and 1000 mg/L, this may be only theoretical. Judging by the results of our study, the combination of ampicillin plus ceftriaxone would be more successful.
rebates and discounts), time to illness remission, relative efficacy, potency, patient adherence factors, and therapeutic index (2) . The system, unfortunately, is limited to the few drug classes for which abundant head-to-head studies are available, including reliable comparisons of the above variables. Few of the studies satisfy stringent cost-effectiveness analytic criteria. To cite a political problem, clinical staff employed by payers and charged with the obligation to recommend those treatments for copayment reductions may be accused of caprice, conflict of interest, and lack of sensitivity to clinical practice guidelines and subspecialty-driven parochial priorities.
I take issue with the authors' choice of words that pharmaceutical copayments "penalize" patients. A benefit that obligates the payer for 65% to 80% of the ingredient cost of the drug (3) should not be thought of as punitive to the member, although the authors cite evidence that moving toward 100% payer obligation enhances beneficiary adherence. A possible starting point for copayment reduction would be to use adjudicated treatment goals, promulgated by external organizations with quality benchmarks (that is, Healthcare Effectiveness Data and Information Set [HEDIS] measures), and to bring all payers together within a given marketplace to agree on the same degree of copayment relief. In this way, the most generous payer, who might otherwise act unilaterally, is not subject to adverse beneficiary selection-a very real concern for insurers. Furthermore, all payers would be underwriting equally the future windfall of healthier patients who change plans and exhibit utilization reduction only after plan conversion. 
IN RESPONSE:
We thank Dr. Polsky for highlighting several substantive issues. Reference pricing (that is, paying the price of only the cheapest drug within a class of similarly effective drugs) is only 1 among many ways to link cost sharing to value, and it also only concerns drugs within a particular class. We endorse an approach that is sufficiently flexible to address a broad range of drug and nondrug clinical alternatives.
We recognize that cost-sharing decisions may be plagued by accusations of caprice and conflict of interest, and these same concerns motivated our work. We have proposed a more objective method of making cost-sharing decisions that may ultimately diffuse some of this criticism. A new national center for comparative clinical effectiveness research may further enhance these efforts.
Evidence limitations are always an important concern in medical decision making. However, endorsing a particular decisionmaking framework may lead to greater efforts to gather relevant evidence. New approaches may make the use of existing evidence more transparent (1) . "Abundant, head-to-head studies" may not always be necessary, particularly if additional data would be unlikely to change a decision (2) .
Waiving cost-sharing for HEDIS measures is a sensible idea that is complementary rather than alternative to our approach. However, only some high-value interventions may be encompassed by HEDIS measures. Conversely, some HEDIS measures may lack evidence of cost-effectiveness. We advocate using a more conceptually robust and generalizable method.
We agree with Dr. Polsky that pharmaceutical copayments should, in general, not be considered penalties. However, when there is overwhelming evidence of cost-effectiveness, copayments may act as such. Indeed, in the rare circumstances when therapies are costsaving (for example, ␤-blockers after myocardial infarction), a logical extension of the cost-sharing ethos would be to share that cost savings with the patient (that is, to provide a small inducement for adherence).
Finally, Dr. Polsky raises 2 common concerns for payers: Can value-sensitive health plans be implemented in practice, and will they save money? These questions have different answers. Pitney Bowes, University of Michigan, Marriott, and Mohawk Industries are just a few examples of employers that have successfully adopted valuebased copayment programs, so they are definitely feasible. However, it is not appropriate to expect that these programs will always save money. We must remember that the primary return on a health care spending investment is good health.
The Effect of a Primary Care Practice-Based Depression Intervention on Mortality in Older Adults
TO THE EDITOR: Gallo and colleagues (1) recently reported that a depression care management intervention significantly reduced risk for 5-year mortality among older primary care patients who have major depression compared with patients receiving usual care. No deaths from suicide among patients with major depression occurred in either group. The results from this study are of potentially great importance. Despite many studies that report prospective relationships between depression and important outcomes, such as mortality, little evidence suggests that depression treatment reduces overall mortality rates.
The statistical methods that Gallo and colleagues used for covariate adjustment, however, are known to result in model overfitting, which raises the question of whether these findings would generalize to other similar patient samples. On an unadjusted basis, patients in the intervention practices with major depression were not at lower risk for mortality. They were at significantly lower risk only after adjustment for 10 "influential covariates" that Gallo and colleagues identified on the basis of significant univariate associations with time to death. Methods like this, however, which prescreen variables for subsequent entry into multivariate regression analyses, are indirect versions of automated variable selection procedures (for example, stepwise regression) (2). The statistical guidelines published online by Annals of Internal Medicine (3) counsel against prescreening variables and state that "[a]uthors should avoid stepwise methods of model building, except for the narrow application of hypothesis generation for subsequent studies." It has been amply demonstrated that prescreening and other automated variable selection methods capitalize on variability unique to a given sample, radically underestimate the degrees of freedom used to determine estimates in regression models, often generate substantially inflated type I error rates and artifactually small P values, and do not consistently produce replicable findings (4).
In Gallo and colleagues' study, the combined effect of adding the group of 10 preselected "influential covariates" was to substantially elevate, and possibly exaggerate, the hazard ratio associated with the intervention for patients with major depression. It also produced the surprising finding that these results were largely due to a reduction in deaths related to cancer (15 in usual care practices vs. 8 in treatment practices). Gallo and colleagues concluded that further investigation is needed to clarify the mechanisms behind the relationship between the depression intervention and decreased mortality risk from cancer. Given the limitations of their analytical methods, however, investigation of causal mechanisms is not warranted until the basic findings of the study are reproduced. 
IN RESPONSE:
We appreciate Drs. Thombs and Ziegelstein's observation that our study was of great importance in reporting the beneficial effect of a depression intervention on mortality. Drs. Thombs and Ziegelstein were concerned that the post hoc selection of covariates for inclusion only if they were associated with the outcome led to overfitting and ignored the issue of confounding. We had a prespecified approach to identifying and including potential confounders because we knew that imbalances would be likely and that adjustment with patient-level variables would be necessary given the practice-randomized design. Our prespecified approach did address the concern about confounding by identifying potential confounders for inclusion in the model by their association (P ϭ 0.100) with the interaction variables of interest, randomization assignment, and baseline depression status, as well as the dependent variable, time to death. Using this approach, only age, level of educational attainment, baseline smoking status, history of myocardial infarction reported at baseline, and baseline suicidal ideation were identified as potential confounders. The intention-to-treat hazard ratio and corresponding 95% CI for patients with major depression was consistent with the reported result (adjusted hazard ratio, 0.62 [CI, 0.42 to 0.92]). Additional variables for which we adjusted the point estimates reported in Table 4 were requested by reviewers. We want to emphasize the prespecified nature of our statistical approach and the care with which we selected variables for inclusion in models. The surprising finding relating to a reduction in cancer deaths was unadjusted and therefore was not influenced by the selection of covariates in multivariate models. We stated that any "evidence of a potential association of practice intervention assignment and specific causes of death must be viewed as an opportunity for generation of hypotheses to be tested in future intervention research." We did not call for research on mechanisms related to the decreased mortality risk from cancer. On the other hand, we would not want to be dismissive of the findings with regard to cancer deaths. We did suggest that mediators of the effect of a depression intervention on mortality deserve further study to increase our understanding of how depression leads to increased mortality. We believe this is the first publication of a randomized clinical trial to report decreased mortality in association with treatment of depression. Replication would be welcome.
repair. However, the results of the EVAR (Endovascular Aneurysm Repair) I trial, 1 of the 3 trials included in the systematic review, were recently updated: The number of patients enrolled increased from 1082 to 1252 patients, and the follow-up was extended from median of 2.9 years to mean of 3.8 years (2). Therefore, we performed a meta-analysis of currently available results of randomized, controlled trials of endovascular versus open repair of AAA, including the updated results of the EVAR I trial (2).
Our comprehensive search identified 3 randomized trials that have published midterm follow-up results: the DREAM (Dutch Randomized Endovascular Aneurysm Management) trial (3); the EVAR I trial (2); and a trial from Montréal, Québec, Canada (4 
CLINICAL OBSERVATION

Translation of Genetic Discoveries into Clinical Therapies
Background: Discovering the genetic basis for human disease is thought to be a key step in the search for new treatments.
Objective: To examine the rate at which genetic discoveries translate into randomized trials and approved treatment options, focusing on highly cited genetic research, because such visible work is generally more likely to be tested in the clinical domain (1, 2) .
Methods: To identify genetic discoveries, we used Web of Science to search all genetic, medical, and biological journals that publish genetic research and have a citation impact factor of 5 or greater (3). We included original reports of genetic determinants for human diseases that were published between 1975 and 2000 and cited at least 1000 times. We supplemented this search by scanning for references in the Online Mendelian Inheritance in Man database and hand searching Annual Review of Genetics and personal files. Sample size calculations (␣ ϭ 0.05; ␤ ϭ 0.05) estimated that 49 articles were needed to exclude a translation rate of less than 5%. Appendix Table 1 and the Appendix Figure ( both available at www.annals.org) summarize the keywords used and journal searched and the study flow.
For each genetic discovery, we performed a subsequent search for randomized trials in 11 sources: ACP Journal Club, Allied and Complementary Medicine Database, BIOSIS Previews, Cochrane Database of Systematic Reviews, Cochrane Central Register of Controlled Trials, Database of Abstracts of Reviews of Effects, EMBASE, International Pharmaceutical Abstracts Database, MEDLINE, the National Institutes of Health Clinical Trials Database, and Web of Science (all from inception to 1 March 2007). In addition, for each gene, 2 experts were contacted to inquire about additional trials. We considered translation to trials to have occurred if a randomized trial of efficacy for a treatment modulating the gene, gene product, or immediate downstream pathway was statistically positive according to primary outcome. To examine translation to approved treatments, we searched regulatory databases in the United States, Canada, United Kingdom, and Europe.
Results: From an initial list of 605 highly cited candidate publications, we found 53 that identified genetic determinants for human diseases (Appendix Table 2 , available at www.annals.org). The included reports were cited a median of 1316 times (range, 1005 to 4831 times). The median follow-up interval for potential translation was 14 years (range, 9 to 16 years).
We found randomized trials for 20 of the 53 genetic discoveries; 15 of these were positive and 5 were not. The rate of translation to randomized trials was therefore 28% (95% CI, 18% to 42%). Eight of the genetic discoveries have translated to approved treatment options (15% [CI, 8% to 27%]). Journal; year of publication; number of times the work was cited; type of disease; and the location, function, and properties of the gene product did not predict translation in univariable or multivariable logistic regression analysis.
Discussion: A possible dividend of genetic research is the development of therapies for human disease. We found that about a quarter of landmark genetic discoveries resulted in positive randomized, controlled trials and 1 in 7 resulted in approved treatment options over a median follow-up of 14 years. A limitation of these data is our focus on highly cited research; less visible work might yield lower rates of translation.
These data may have implications for the development of new therapies. Given that more than 92% of investigational agents entering phase I trials fail to achieve regulatory approval, analyzing genetic discoveries for new treatment approaches may be more fruitful (4). Our finding that nearly two thirds of such discoveries have not yet been tested in randomized trials suggests much untapped potential. Finally, by quantifying the rate of translation to clinical therapies, these data lend some support for the strategy of uncovering the genetic basis for human disease.
Conclusion: Landmark genetic discoveries yield positive randomized, controlled trials and approved treatments frequently enough to justify investments into genetic research. 
CORRECTIONS
Correction: Diagnosis and Treatment of Low Back Pain
The recent joint guideline by the American College of Physicians and the American Pain Society on diagnosis and treatment of low back pain (1) and supporting evidence reviews (2, 3) contained several errors. In the original print version of the guideline, the target populations were described incorrectly (1). The word not was inadvertently dropped from a sentence that described populations that were excluded from the guideline. Children or adolescents with low back pain; pregnant women; and patients with low back pain from sources outside the back (nonspinal low back pain), fibromyalgia or other myofascial pain syndromes, and thoracic or cervical back pain are not covered by the guideline.
In response to an online letter to the editor (4), we re-reviewed the evidence on acetaminophen and believe we originally graded the evidence too positively in the guideline and evidence review (1, 2). However, our guideline recommendations remain the same. Acetaminophen for acute low back pain should be rated fair rather than good quality. Acetaminophen for chronic low back pain should be rated fair rather than good quality, and magnitude of benefit should be small rather than moderate. (Appendix Table 5 and Appendix Table 6 in the guideline [1] and Appendix Table 10 and Appendix Table 11 in the evidence review [2] have been corrected.) The Data Synthesis section in the abstract of the evidence review (2) should have read: "We found good evidence that NSAIDs [nonsteroidal anti-inflammatory drugs], skeletal muscle relaxants (for acute low back pain), and tricyclic antidepressants (for chronic low back pain) are effective for pain relief. . . . We also found fair evidence that acetaminophen, opioids, tramadol, benzodiazepines, and gabapentin (for radiculopathy) are effective for pain relief." The Conclusions section of the abstract should have read: "Medications with good evidence of short-term effectiveness for low back pain are NSAIDs, skeletal muscle relaxants (for acute low back pain), and tricyclic antidepressants (for chronic low back pain)." Similar changes should be applied to the Discussion section. As noted, these changes do not affect Recommendation 6, which suggests acetaminophen as an option for first-line pharmacologic therapy (1). This recommendation is based largely on the safety profile of acetaminophen, when taken in appropriate dosages in patients without a contraindication.
Reference 62 in the evidence review on medications for low back pain is incorrect and should refer to a different trial by the same first author (5) .
In the evidence review on medications, we inverted (calculated 1/relative risk) results for "not achieving pain relief " as reported in a Cochrane review (6) in order to report the likelihood of achieving pain relief. This conversion was incorrect because relative risk is not a symmetric statistic. The evidence review (2) is now corrected, stating results as originally reported in the Cochrane review: For skeletal muscle relaxants, relative risks for not achieving pain relief were 0.80 (95% CI, 0.71 to 0.89) at 2 to 4 days and 0.67 (CI, 0.13 to 3.44) at 5 to 7 days and relative risks for not achieving global efficacy were 0.49 (CI, 0.25 to 0.95) at 2 to 4 days and 0.68 (CI, 0.41 to 1.13) at 5 to 7 days. For benzodiazepines, relative risks were 0.71 (CI, 0.54 to 0.93) for not achieving pain relief at 8 to 14 days and 0.63 (CI, 0.42 to 0.97) for not achieving global efficacy at 8 to 14 days (6). Similarly, in the evidence review on nonpharmacologic therapies (3), results for a systematic review by Kool and colleagues (7) on exercise therapy should state a relative risk of 0.73 (CI, 0.56 to 0.95) for not returning to work after 1 year. None of these corrections affect the conclusions of the evidence reviews or guidelines.
All corrections have been applied to the online version of the articles. 
Roger Chou, MD
